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— R 7 5 N ttz\t-0~ [CH (CH,CH 2 C 6 H 5 ) ] 2 -4~R 7S (^*> R 7 ,. 



5 ii-CO,H, -P0 3 H i( IfcH-SOjHj) ; 
Att-O-Sfctt- CH,-] 

XXII) (XIX) : 



[SC«f» R 1 &5 <£: t>* R 5 ISSfllS i: Pit 1 ; 

R 83 f4- ( L 5 ) -R A L 5 i4mi^^. ~ CH 2 -O-, -S-, - 

NH-, Sfc.l4-C ( = 0) - s R A i4MI2i f^SH) : 

R 84} 4 _ (L 6) _ L 8 I4®l'I4X t CDlS^P S) 3 

15 X'mZ tiZ>ik£%>. *:(D-7 u Y? y 7 . h L < 14-tft <b cDM^JbM c ft 5 ft, 
Sfctt^ft&rozKftftfcWSSj/S^il-S I ) KgcroitikMWS^^fcl*^ 

X X. I I I ) (XX):. 





20 [St, R ll v R 15 , ^<trjR B (iHiilEtPlE^ ; 
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Cl-C37/^^'/, Cl-C3 7;i'*/i'ft, C1-C3ad7^, 

C 1 - C 3 t Kb * £ tliAoyy ; 

R 88 ii- ( L 3 ) — R 1 8 (a**, L 3 fci;^R 1 8 fiftiiS i m&M) ] 

XXIV) -jks: (XXI) : 



io (st*. r 1 , r 2 , r 3 . r 5 . r 6 , 3o£VR A \tmmtm&m) 

XXV) -j&st (XXII): 



r 11 , r 12 , r 13 , r 15 ^ r 16 , j:ofR , ttttiat msttt) 

20 XXVI) -jftft (XXIII) : 




(XXI) 
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(xxm) 



(St. R l , R 2 , R 3 ^ R 6 , R 6 > *3 d;t>-R A I4M!2(!: PIE IS) 

5 SS^Jc 

XXVI I ) -jftSfc (XX I V) : 



(Stf, R 11 , R 1 2 % R 1 3 , R 15 , R 1 6 , *S <tt>'R B «SUiei:P]S«) 

10 *fctt*ftfe©5kfb*fc*a&J&a£i-6 I ) E«o*JfiLff*«Pt»»«*fctt^ 
§&»J. 

XXVI I I) [3- (2-757-1, -2-/7^ 
-1- (-7 =1 — /W/- -lH--f>F-^-4-'f/l'] :r=¥ ->] g£®L d 1 

-2 - [[3 - (2-7^-1, 2 - v> 7 - 2 - /- f^- 1 - (7 

15 i — )V.J- fvU) - lH--/yF-*-4-'f*] ^-#v'] T'a/yi, [ [3- 
( 2 - 7 - 1 , 2-v?t#yxf^) -1- ([1, 1 ' -t*7s=^] - 
2 _ ^ /u> fvl,) -2-7= f-/U- lH-'fV K — A'- 4 --fyu] j***] ft ft* 
[ [3 - (2-757-1, 2--;t=fyif/W -1- ( [1, 1' 
- ;U] - 3 - -f A-;* fvW) - 2 - > fvU - 1 H-J> K — A< - 4 - -f ^] si"* v'l 
20 ftft. [ [3 - (2-757-1, 2 - 5/** yaif-rt') - 1 - ( [ 1 , 1 ' - 
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**S/] BlF». C C 3 - ( 2 -7- S J - 1 , - 1 - [ ( 2 , 

6 - W n n7*=AO ^ - 2-/f/^ 1 H--( > 

Rift, C [3 - (2-7S;-l, 2-^Jfyif;H - 1 - [ (4 
5 . -7^D7s^) > f->U] ~ 2 - > ^A-- 1 H-'f > K-A-- 4 -f* AO 

Itlfts C C3 - (2-75/-1, 2 - myifA') - 2->f^- 
! _ [ ( i y - > K — A'- 4 --fA-] ft BE. 

[ [3- (2-75/-1, 2 - '^t#yxfM -2-x^A—l- (7* = 
/U/^AO - lH-^y F-A-- 4 --l* A-] ft@£, [ [3- (2-75 

10 / - 1 , - 2 -x^-ZU- 6 -> fvU- 1 - f- 

/W ) _ j H _^ > K-A'- 4 **5/] ftSL [ [3 - (2 - 7 5 / - 1 , 

2-v?t*yif^) - 6 - * A-sif * V- 2 -x^A— 1 - (7 * = AO 
-IH-^y K-A-- 4--f A-] RR, [ [3 - ( 2 - 7 5 / - 1 , 2 

-•^JfVif/l') -1- C ( 3 - * n n 7 *xAO y f-JU] - 2 -xfvU- 1 
15 ^ K-A*- 4 --f A-] ft&, [ [3 - (2-7;7-l, 2-i^ 

yx^AO - 1 - ( [ 1 , 1 ' - t7 S =^] - 2 -«f A-> *AO - 2 -x 
x H _^ ^ K — >u- 4 -f/U] J*"**"] fti, [[3 - ( 2 -7 5 J - 1 , 
- 1 - ( [I / 1 ' - fc'7=:X,U] - 2-f A^^AO ~ 
2 -/n t'A*- 1 H-W y K-A-- 4 A*] ftflfc, C C 3 - (2-7 

20 ? y - i , 2 - y**yi^) -2--y?n/nt>-l- (7xxA-> fvU) 
- 1 H.t-W ^ K-A' - 4 -^ A*] St, [ [3 - (2 -7 5 J - 1 , 2. 

-i/t*yif/H - 1 - ( [ 1 , 1 ' - t*7 = -A^] - 2 --fA-y ^AO - 2 
-.y^n^n f A>- 1 H — 4 Is K — A* — 4 -f*A-] fttt, 4 - [ [3 - 

( 2 — 7 $ y — 1 1 2-^*yif/W-2-if^-i- 

25 -lH-^>F-/l'-5-^H 2 - [ [1- (2-757 

-1, 2 - v 5 ^"^- y x^yU) - 2 -xf/V- 3 - 7 A'/- A"f y K v^^- 
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8 -4 /I/] 2 - [[1- (2-7S/-1, 2 - i?**yxf;^ 

- 3 - ( 2 - t'7 x — yU) /• fvl'- 2 -xf;K V K U y - 8 

2 - [ [1- (2—757 — 1, 2 - ^#yif^) - 3 - ( 2 - f 7 
i=;U) /. fvU- 2 - * D 7o tVH' -^^] §1=®?> 

5 2 - [ [3 - (2-7?/-2 — d-df- yifvv) - 2-if/Hl-7j;/M 

2 - [ [3 - (2-75/ 

- 2 -^df- yif/i-) -2-if;i/-i- (i-t7f;i') uy-iH-^f 
yfV-4-^;W] IMtt, 2 - [ [8- (2-75; - 1, 2-^** 
yxfvU) -7-xf/l/-3-^f;l'-6-7s=;^f/l' [1, 2-a] h*7 

10 1 -"f rf^f] 2 - [[8 - (2-75/-1, 2 -Vir^rV 

if /I/) - 7 -ocfvW- 3-7 fvU- 6 - ( 2 - k'7x^) 7- fvU [ 1 , 2 - 
a ] t'7i^y- 1 -f ^] ***>] 2 - [ [8- (2-7 S / - 1, 2 - 

v^^y ;W - 6 - n/n tVWT-f /W- 7 -jc^^P- 3-7- f [ 1 , 
2 - a ] fc*7 1-4*1 I*S§, 2- [ [8 - (2-757-1, 

15 2 - "sir* V if/W - 7-lfA'-3-7s=;V-6-7si;Mf^ [1, 
2-a] t'yi/>- 1 -*OU] **i/] RK, 2 - [ [5 - (2-7$ 7- 1 , 

- 6 -xf/v- 7 = fvi* C l , 2-b] t' V y 

4 --OW] RK, 2 - [ [ 5 - (2-757-1, 

^fvW-2, 6--7^/U-7-7i = /M^ [1, 2-b]fy^i/^- 
20 4--OW] fifcBfc, 2 - [[5 - (2-757-1, 2 - ^af*# V if /V/) 

-6-xf;U-2-7i-^-7-7s=/U^f;l' [l, 2-b] fU^^y --. 
4-^/U] fflt, fcitf (5 -AA'/<*'( 9 n^^-yyu^ f" 

XXIX) 5t : 
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XXX) s PLAjES3IS:§tt5ri:*#»i:t5, *Hf £ fc tt&fltJh 
5 J; 9 jSjfiLtt«8^feS*ii©«#«. 

xxxi) s p LA,atimt5:i B#¥«t*JV-C 

XXXI I ) s P LA,lfi**MS IISP LA,fIf3JtfcoXXX) *fcf±X 
XXI) 

10 X XX I I I ) s P LA 2 mm%}& I I I ) -XXIX) tf^-fftjHCEtt© 
ft^*-T?*5XXX) ifcliXXXI) fS©<£>&#}£. 

xxxiv) ffF», m % sfcii/hB-efcsxxx) ~x 
xxi i i) m^^^riat^"^^. 

xxxv) s p LA 2 v&mm*&$tzz bzm®.bi-z&iLW&mfe$v> : ? 

15 GS^ti, 

XXX V I ) ?ffi$ tt.frff.ib [C«fc 5 artL#£C 5 lit £ s P L A,P1M£& 
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" '% 

XXXVII) s P LA-,ia*ffl 4:^*1-5 »««r«#*i Ltffiv^^^ 
^^GS^ft. 

5 XXXVI I I) ^«*fctt«C?fltJhfcJ:o-CdlJiL«tB«!:fc5«l#!-JfiL«SrWa 

XXX I X) ^«Sfctt*Cffltjh{cJ:ordlJfiitt«K:*>5l«#fcJfii**:Sa«El' 
io x o s p LA 2 M»ja s i i MP l A 2 ®.mmvhzxxx V)~XXX I X) 

CD V ^ T tl d 1 i - 12 & <D ^ K * ft c 

x l I ) s p LA,m^s I I I ) -xxix) ov-fit^irElfcrote'&tt 
■cfcixxxv) —xxxix) ©v*-f ti^KHEHSo^B&^rft. 
XL I I) ft«£S<bHU JFF»U BPfiS» fl, Sfctt/MI-CfcSXXXV I I) 

15 -XL I) <DV>1"fta»{£ffitt©^R#& 

XL I I I) s P L A,Pl»^J§rS:^1-o i £ &$pmi-rssfemMS£fc#<B 

f p 3^ o 

X L I V) s P LA 2 ffiM&£ff1- L-C^5Ci£#$ 

20 mrnxfe. 

x L-v) fcji^fltjhfc J: o"C*Jfii*ttK:fcS»#KJfc««: 

sine s p l A a iassi£s-£i-5 - t zmfttirz&ikLwmfa&mcDfemzm. 

x l v i ) z-ffiti-fciz-b&ik^ x^>x&!k^m^h^mm^!kmi:nm^Ltz 
tts p l a a - fc fcWttt-f-sifcjfiLsasisw* <7??feiS^ftc 

25 X L V I I ) s P LA,M*Ji* I IIP LA,Bmfc8XL I I I ) ~ X 
LVI) (0V>TiX75MCl2$£O^^^-ft, 
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x l v i i i ) s p LA 2 a*9Jis i i i ) -xxix) m*rft**t£E*©. 

•ft-g-^-Cfe© X L I I I ) ~X L V I ) 0>V-f il*»te!2te<&?&3!#£. 

I L) JffliU SSBSs W*. Sfctt/hJU-CfcSX L IV) ~XLV 

iii) ©v^i"^*»icE<Koft«*ife. 

5 L) s P L A 8 ffl.**J££*1-5fc#*fcEV v "C» *IH Lfci»fe«#t5: 
L I ) s P L A 2 PlSF»Jd s I HP LAjfif»ltfc5 L) 

L I I ) s P L A 2 IB.**J* S I I I) -XXIX) ©^"fai^l-Eft©^* 
-e&5 L) Eto«#*'£« 
10 L I I I) Hl§tf s 'fc!i> JffK* S?ii. tfHU StB'M§-C*5L) ~L I I) 

fc & © s P L A 2 Pfi-S^J o 

L V ) jftjfiLSSSSR* «: f&*S fc tt^BSi" 5 » ^ SEIii fc gilt 5 

15 *WI IlPLA 2 PIfi©Si. 

fcfcro iii) ~xx I x) rov*i"*ij&»fcl2*0'fbfc*©ttffi. 
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^fifKLfc^Ttt, (K-f-: donor) J&> b ffiffi S Jftfc«» * *f 5 - t 

^6 £#-e#S*»*:*»f S £ fca s- C*5. W 
10 ^HW*** r^flfSfctt&flfjklcJ: S*JfiL3»s& s P L A,a»M* 
SfcttHSIMt^llffclH^Tttft* ( K-f- : donor) fllC-tl^itoftW 

fc^se*?*, r s- p l A s a*asr"S*i-5«»*:«ff*fc ^"Cfflv^sj it*, 

-*»P>«fai$ixfcl»SS:SS# (UffcTx^h : recipient) UHHtl - 5 S "CO* 

20 Sfro^fc^ t Lt s p l AjPit^j^-a^l-^^ffiv^ :i§SHf5:i 

25 KfcSl»»i::j^*:S**Lfc«iK:Bt>fc s P L A 2 PI « #J ri^l i§ T- * 5 J: 5 
MiSlWfcittrttr. s P L A 2 P§.i5^j£r&-^-"t"© £ ^ "ftS ^fr 4 c ^3 v ^ ~c 

26 



WO 00/21563 



PCT/JP99/05528 



WSiii«-C#a. Soffit L-CliME&L &□ fi!^«a s #tf feftS. 

LtaK s P L A, Plt^JSrS^-foJ itt, ^ ffi (£ *^-C it m#fili- 

5 &S»#lCJfiL«fe»*SttLfc«»- s P L A»K#»JS:J9:41-5 w 

«K33VN-Ctti^>tf3i^ McBUftfcSHtLfcflfc s P L A 2 P1§#J & 5 r. 

r s p l A 2 Pi^^i^^^1-^^#^*fflv>-c, Lfc!t§§£ 

10 Rfft5:it#«tt5B»©«#*SJ tL-Clis s P L A 2 Ple^J ^ra - ^ 

^Sh5 {WAtf, S. M. Be rgeb, "Pharmaceutical S 
alts," J. Phar. Sci. , 66, 1-19 (1977)). $ b 
25 )tJk^^^P§^^^^fc{i^P^^^S: : t1"o^k^^©^£'l4Sliii^^^^*^ 
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x. 'y is u— h , M^-K x u — K K, 771/-K j//Hr 

/f-K ^/u = *— k jrAsfit—hs ^yayr^t^^-K - ^ -> ^ u 

— h , 5 * h fc'^T-^— K 7 £ U — K V— K -tvHtx — h, V r U— K 
/VW-I>, ^f/i'/n 5: Fx /^A^ M" — K /f^^^7s- K A-7" — 

yht^-K * * 7 * — K 3Ky#7*h«>a.*-K ty r T 

10 K ^^tf-F, ^V^- F, — K t^YV— K h->i^— K h 

*?--7>\>iru T J z s r— K h y 7^tn/^ V7^*^- /< i/ u— h£p©:g£: 

#S1-5o R-*5 .fcT>*S -JH4&, 1-7 >Xg&ft<Dm&®*?7-t 5 

te»*fctt*fcftffi**i-3fc**©RW#-C*> 9 , M&#8?Kct 9 SUISSE 
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5 (Bungard, H. . Design of Prodrugs, pp. 7 
-9, 21-24, Elsevier, Amsterdam 1 9 8 5), #1 X. 
lit t fcfcaKtt"^** iiS47^a-A'«;R«S*5- i I- £ o -CSSii £ ft 

o-CS!3gSitS75 KO± 5 *»tt«*frSr^tf^n K5y ^l4S*#i:ttJ:< 

CCl-C67;^^x^f^ (#Jx.[2> ^yu^x/K i ^ = * fvv ) "C 
fooo »^i:±o-Cli. (T->A'ai-*^) 7A-*/i^*7/H£fcft ( (7^ = * 

£ IK it "To - 

ffi £ ^BS£ fc 14 ** Jt^S $ * 5 i k ©*C * 5 fi**9 £ ^ 5 . Afrtt 1- 1* 
WE-jR* ( i ) ~ (xxiv) fifc^tiSft^^, xxvi i i ) tsxvx. 
x i x) x-ffl^ctitLik^tfo, & • 
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CF 3 



r i i m p l A 2 mmmi i imp LA 2 tHi^ti5»M!i ^ 
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1ttt=f>W5m\tmQ. x7n/;K j£Al v IS, ST, f!Mft> © 

#9(;iAftt>ft5o ffi###*?»J2: ltl< b# s fifrl4I#fcUt«<l#, ¥ 
10 Htt, !K *r*xtt«£flk ftSK »*»Js n^U, xy*f 

is ^!sl»♦K:tt^feo3ifi*a#ttv^i■i^^>wO»«l©fc«)^!:«ffi•c*^. 

mlolSi:45±5, 4%t^^Fd-7/o. 5%^^^^^- h V ?^7K& 

20 14, *», ®#*k JS^flh fcJWJMaaK *^-fe*»Kt»» 

Lt tftfio 1 sytl4^rtia±©^M-C-fe5». gqji40t*©8»li, N 
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fli^I, MitiT'n fuyyj a-^glfl^iftSiiiK-to. TKtt 

^!^^®7K, Lass** 

Olmo l/L-100mo l/LWthS. 9H<tt, 0. 1 m o 1 / 
20 L~10mol/L7) s ^tf£>;ft,5. 

fifcAfcfcfc'CS-*"*"**'^ ii&O. 0 1-10 mg/kg/fc-Cfc*. 
L<ii> 0. 1~1 mg/kg/St^fcS. 

n-^ntf/U, O^Bt" 
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/K n-^K << V7*V-^s s e c - 7*fvK t e r t - :/fvK n-^V^ 
;X/y n _^.^o/, K n-^7fvK n-***"/K n - / t-/K n-T#-/K 

n -s<i/? =-/K n -^^-f--r* — n-^7°^-r^=-^> n - ^ 7^ 
10 ^ a 5 S£ If 6> 5) o 

25 i-D;K t'^yv'Ii^v *5it>*^ (XXV) : 
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(XXV) 



V * t> £ fi 5 7 * =■ A> T * A' 7 x = /u ft * # ^ ^ !f 6 ii» * o 

r 5 x r\ rh, R 1 6 , R 22 , feitfR 2 MiS3tt5^*i»Si: Uttt, 7 

iafp-c*fc^> assist aEitiiK^i»fe 1 ~ 3 ° 

7s = M?//y/K hU7/!);K ^y^f/!)/K * * * ✓ !l ^ . 
'/ y s rT*sTW)\', -f >- K L> /K A/w^/!/;!/. y /Www =./K T if << 
y K 'J /K ^y'/77=/K v 5 ^^ 7 * — ^ ^ ^ 

/ij/U, ^ ? [ 1 , 2 - a ] try 5? = >K MJ7/'J/K T V h 7 = 

j,, Un lf 2 --<^x-r y *#-9-y y v /k ^y/f-rv v 

,K 7-y=/K ^y.^ = /u, ^fy^-/K 7 5-;^'';^ -o-v^ufy 
S?=i/u % fH^ = ;K 7iz*f!) 5 v?-A-, t'7^ = 'K 1, 3, 5-hy 
7^-;K 7?7^, a^yyzwK * y 'J 6. 

R 6 , R 6 , R 1S , R l6 > R 2Z , *5il>*R 25 lcfcit5lS^lSgi f 

R 1 (cfttt 5&*«Ki3 *tf«J(SIBi: Ltli, 5*:: 
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— (CH 2 ) d ^==>-( Rl6 )e 





— (CH2)j-P~3-(R 16 ) k -(CH 2 ) m -[~ 3"(R 16 ), 



'n 




St!* -™°<JC> (R,7) > 

y 



(5*: + , b, d, f , h, j , m. fiitfo I4^ft^ft2£2: LT 0-2 ©li, 
R 1 6 43 it>*R 1 7 li-tfc^tl&iL Lt^ n ?v , Cl-C107/i'^K Cl- 
C 1 0 T/W^/W^C C 1 - C 1 6 T A* * ^ 7 = =^, *3 «t C 1 - C 

5 1 0^n7/u*yUjJ»P>ffllS:fcif&$;h,3S, a i4&Stm^s; tiSlEHW-?, 0 14 
-CH,-3;fcl4- (CH 2 ) 2 -, y !4»*W?-*ftU4iil#tW : jF-% U 33 «fc 
t>*p 14 0 ~ 5 <Z)g$C, eliO-TOlS, g 14 0 — 4 OgjR, k *S £ t>* n (4 -t tl 
^^3*31 Lt 0 ~ 3 ©SE#) ##*LV*. c, e, f % g, i, k, n , J: 
/Sfcttp # 2 ^±<D±J^, »i©R 1 6 fci;t>-?S^{!ilcDR 1 7 l4*it^;h,ftfc 

10 oTV^ t £1^ R 1 6 ^7?vWSc7)£&£-c&>5i§-g*f4, Sfi(t7f-^Si» 
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(R 16 )o-i 




(R 16 )o-i 




a 



— r t~(R 16 )o-i 
P 



-Co- 

7 



(R 1,5 )o-i 



5 #ej?&8#<K r^»*tt«ft3Sj til, ±tso risHsSSj , r«*atSj , 

3f A', C 2 - C 6 7A"ir=-/K C 2 - C 6 T/U=¥=-/^, C 7 - C 1 2 77^^^ 
(0O;tl2s -<Vv^^*5«ttJf7i^^/U) „ C7-C127/V*'J/K C3-C8 
-y* n T/i/df>u, C 3 - C 8 'sir u 7/V*r=^jV s 7 5-^, FD^K ^fU-'K 
10 t*7 =i =• U /K Cl-Cl 07/^/^^^, Cl-C67/l'#A't*->Cl- 

joit^aL^/U^-df-v-x^/U) , Cl-C67/W^;l't^v'Cl-C6 

A^^vO , C 1 - C 6 T fr*tl>1}J\'tf=.;\, (0S*.tf. /T-A'JJA'ti — fi'iSXXfi 
15 3-*f-)Vh friZ — lK') , C 1 - C 6 T^/l'^A'Jj-* — /V7 5 / (Mfctf, tf-A'* 
;U*H = /l/7 5 ; j3it> , xfyW*A'!)?=;U7 ? / ) , C 1 -C6 7^*^**V7 
(Wxtt ^ f ^ ->7 5 ; J3 J: 0x f ^ V 7 ? ; ) , C1-C67 
A* 7 5 J — (0»Jx.ft\ > >7 5 / # a-sK^A^ «t t>* 

xf-^^#i/7 5 / #A* = A) % * K.\ti?C 1 - C 6 7/U*^T 5 / (W 
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7Lt£. /f^7;A xf/u7SA Joitfxf ;v/f;^7^ 

y ) s C 1 - C 1 07^#^ft C 1 - C 6 /Wtf-A' (0>J^«, 

7^,V (flflittf, -.rt') • ci-c 

6 7**^^*5^ (Mil **-/u*** = *:&J;tf**-/>'**'*-> 1 ') , 

wex-fAs***') „ C1-C6ad7^WH = * 
,i,*rt'* = *:fe.fctf7~n** = , Cl-C10^n7M;K C 

l-C6tFD^V7;^ (#J;ili\ tKn^-y^f/HSiytFnifi/xf 
/u) s ci-C67;^^t^f->*^=^ t*r^***s7J ^X-> v 

J3j;t>-xf^t^^*/^-^) s - (CH 2 ) j-8-O- (C1-C67M 
/V) % ^y^i-^^ 7H^i* 7*=/U*-*i/) , 7!)-^ 

(0J*.H\ 7»=^^*) s " (CONHS0 2 R 76 ) , -CHO, 75/. 

7 5 v>7 , /Nnr*^s A*/< 5 jfr/U** ^yw77^ :J f^^r :5 r->. - (C 
Hj) . t . r coOH («SJx.tf, rtA^^WT^K ^/Utf^Vx^K *J*tf 

t K 7 v 7 / > b Knify, t F n dp- ->7 - h n , ,7 7 ;r / s - S0 3 H, 

^aSJfctffeJlS ( R 7 8 tt C 1 - C 6 TA'^A'SfcttT y-/U) c Zflblt. c 1 

_C67;^/K C1-C6 7M/^^ C 2 - C 6 /n n 7 /U 3- ^ * 

c i-g6ao7;^;K *3 «fc OV> o ^ y«» fe 4 5 3 ft 5 1 b < 12 

R l , R 5 , R«, & «t t>* r 2 5 w r^ffetiltlfe^tJ 

g&Sj Httt, ^B^, C 1 - C 6 7&*A>s C 1 - C 6 7J\>*J\>**>/. 
Cl-C67/V :) f;l'ft > C 1 - C 6 a 7 A< * /l> & ft t. £6lw#*L< 
[4, AD^y v Cl-C37/^/K Cl-C37;V^t^f->, C1-C37 
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R», R 4 > R 5 > R 6 > R 23 > R 25 ^ R 6 0 - R 6 1 . R 72 > *3«tO*R 73 (r*3 
JtS r#JS«£fi&gj Htli, Cl-C67^^K Cl-C 
6 T/V*^**-^ Cl-C67H^f*, Cl-C6tKn*J/7^, 
C2-C6^n7^^^ AD^y, Cl-C67/^^ 

r>* i mi b< tt 2 «&±0 5 » ^#£> 1 

n -7*0 fcVU^-^V, ^ y f;Vt^->> n - 7 ?VU * * f , n-^^ 

n -/Pt>ft, ^y/otW, n-'ff-fl'f-** n-'OfA'fJl-. n 
_ ^ 3. •> ,u ?- jj- ^ jJJ 4£ if Cj tt 5. . 
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0 



-S — OH 

II 

0 



N N 



w 



N 



0 

I 

-P — OH 



OR 



77 



0 

t 

•0 — P — OH 



OR 77 



>78 



0 

t 

-P (CH 2 )i-8 — N R 



78 



o 

t 



a 78 



OR 



77 



0 — P (CH^-a— N — R 



78 



,78 



•78 



R 



78 





0 

II 

C — OH 

(ft* v R 7 UtTtmm*. &J1> *tttCl-C107/^;K R 78 tt-£ft€ 
M&tL LTTkfgil^fcteC 1 - C 1 0 T^/b) -C* to £ ft 3 * ft 5 . 
jif*U<«, -COOH, -SO a H s $fc!4P (O) (OH) 2 «s*rffeft5. 
$ 6 fc» S t < J4 % -COOHiSfffbtlS. 

^p^atf, rssfi^litu ill, - ( l 2 ) -*5ia*-c*t>*ft* 

R 79 
■M-C— 
R 80 

(ft*, MB-CH,-, -O-, — N ( R 8 1 ) Sfctt-S-, R 79 *3J:rJ 
R 8 0 tt-£ft*fft8l& LT C 1 -C 1 0T/U*;K T V ~>K 77/^ 

/K #/u**v\ Sfcli/Nnyv) ft to § ft 5 W 6 ft o . ff*t<«» 
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- O - C H 2 - , -S-CH 2 -, - N ( R 8 1 ) — C H 2 % - C H 2 - C H 2 - 
-O-CH (CH 3 ) Htzit-O-CH ( (CH 2 ) 2 Ph) - (St*. R 8 

1 |* C 1 - C 6 P h I17*=.;U) jJS^tf fetlS. £bKfr*L<{4, 

-0-CH,-*fcl4- S-CH 2 -!55^{f 

to/KISS- ( l 2 ) - o & $t <o it <o *E&-f 

s o _ (L 2) -^K*a* s fc5**, »fflLfc«*ai©*si:eis«itu^*«3 

10 2~3T'fco. 

#23$**, f^o7/^^J til. egW&SX'ifiE r/Nny^j Ci «9 g 
&£*lfcfjl2 rr^ap./Uj &:B!ft1-5. *nn**-yK HI7*tu^ 

15 &£tifcilU!E rr/u*^j £S*-r<5o W*.tf» t 2-fc Fo 

*^x?-/K 3-t Fo^^ot>W^o. tFo^f^^WS 

rr?^*/uj tit, gtiie rr^^^j i:«fE rry-^j a s ® 

7x*^;K 7si^B^ (WiB, 3-7*5^70^) . -fy^-^i- 
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■ •* 

*Mtt»«f, rry-A'^j tint 7^-/^ **?2st£»f fcft*. 

D ^7x-/W 3-K7i^K •;7/l'5rn7s=./V > -^^pd7x=/K 
10 n ■=& 7 * =• /K M7^tn7i=/K Hl^on7s = /K M7"n J t7i = 
,U % ^DD7*tn7i=;l', 7nr^nn7*=^f i 5 #if bHS, 

eii ffiMtcaaett (Miu/d , «tt£*m* * <? (2h/i«w»2 

S T ©^ftS;*t^77tfe5. 

12 f& file Ml! (ffilU/L) , flttttcttm* i I? (S*aEft©i*niJ«r« 
*?-f) , Jff«ffi©»«i: L-CALT©SEfl2«r*1-^9 7t?&5. 

13 SIICIR^tt (UttlU/L) ,*itc»*B4:i? ( 2 h / I IS^M 2 

DH©M4^t/77ffc5, 
' 114 ^|4}CltJfafl^t-W-rc.f l J^ (%) » «ttfcB#Pfl& t 9 (prel5mi 
n ttte-g-tt (1) »*ttl5d, 5 m i n / I ii^M 5#, 5 m i n / Rttit 

25 7X'fe5, 

115 fttttc (IftlU/L) . fltttfci$m&£:9 (M8E&<0#m4:Sfr1-> . 
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tol") , JFf»1!lOjB«i:U"CALTOSE'(t**i-^97-Cfc5. 
D H CD^ik^TFlr 7 7X*hh* 

H8 «tlfctc4J&.W*lC#i-*fl* (%) , «ttl-B*W4ri: 9 ( p r e 1 5 m i 
n 5min/IftSM5», 5 m i n / R 5 ££S 

10 

Utli> t'-^* l o - 1 2 k g) £^5. 

clump I, v^fe $5 Total Hepatic Vascular Exclusion Model £f£i%1~ 3 <> w 
MO 2*Wtt$fe©/<^/<*d»fea*1I»*:ff 3. fijfiLtt2*Wi: U unclumpIC 

on, *»«»w*fttttt*ffl^D ha-/H:ft5 t©t L» ikf£<D%.®Z<D{& 
25 ojHJfcfc J:tfJff&»jfiL8E*«:SIJSbfc. 
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( i ) ~ (xx) x-mbztizfc'&mn. e p - 6 2 0 2 1 a 

7-010838, US-5578634), EP-620215 {ftffl¥-7 - 
025850, US-5684034) , EP-6751 10 7-28 
5933, US-5654326) , WO 9 6 / 0 3 1 2 0 (#§!¥ 10-50 
5336) , WO 9 6 / 0 3 3 7 6 10-503208, US-564 

1800) , WO 9 6 / 0 3 3 8 3 (#55? 1 0 - 5 0 5 5 8 4) , W097/ 
21664 (EP- 7 7 9 2 7 1 ) , W0 9 7 / 2 1 7 1 6 (EP-77927 
3 ) , WO 98/18464 (EP839806) , WO 98/24437 (E 
P846687) , W098/24756,W098/24794, W098/ 
2 5 6 0 9 tfrttllSfccSftTHS i 9 & fa-fa :H s t't5, 

(XXI) 53 «fctf (XXI I) -C*fc§*t5flS'£4feli, jUTro*^-^ 
\z l fc jjs o t # flfci- 5:H s tt5. 
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N0 2 



87 °Vr 2 — — — * H i ry« 2 




I2IS 



(XXVII) 




R 6 R 
(XXXI) 

Hal 




(XXXIII) 



?2 R 22 -(L 4 )-Alk 
IS 7 IS 



R 1B_ L 3 



N 




Hal 



R 1 

(XXXIV) 



a 

A^Hal 
? 0 



(XXXV) 




7 , R 88 , joi'JR 89 liCl-C37/^/K R 90 ilR l CD5SS, Ha 1 tt^n 
y -A 1 k Ii7;v* U &JS£^-f ) 
its l ID 

$111^ fon [l, 2- a] b'y^Vl^tHitSIIffc^ J. Chem. 
Soc. Perkin Trans. 1, 1990, 311-314 fcffitt0£i£fcfl6o "CfT 5 - i i*"C* S. 
(JB2IS) 
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XVII) \Z**i/t&it V 7s^*;*=*; 9 i/t* x ) FfO^oyy. 

T/Ua-^Sai 1 ( 011 i4* > > 9 J—*. ^9 /-frs n - 7* n /< y , 
C 1 - C 3 7*3-^7^* y ^JPUfc-frtt (A*.!* » t hi) F^VK, 

7 0°C~ 1 2 0°C, »» t < tt\ 8 0- 1 0 0°CT?5~3 6 Bf NJ % ff* L < 14 1 
2-2 4B$IW3ft#1-5. il&^&toS**?? :ifci9, it-tm (XX I X) £ 

(JS3XS) 

t'nn [1, 2 -a] f 7 ^ V W 6 t !■! f fel <Sr iA t 5 1ST' 
13 n -7 y jjr 7 7 hKJSSrffl v^o rtlcilPffnti^^ 5. fls-frft (X 

XIX) £ 1 , 2-^^nni^^, i&4h/ U ftlC&ffi U - 7 8 °C 
- 1 0°C, L<{4- 2 0°C~7R&T-C, R 90 COH a 1 *3«fcUOW (« 
*.tf, A 1 C 1 3 , SbF Sl B F ,«f) £>$>o < Q JDAs -lOt-lOt, ^ 

14 0°C~ 1 CCf 5~3 0^\ * L< 14 1 0 - 2 0#M«#1-5. sfc, 
Sttfcffi^TlC, fc-frtt (XX I X) a ,0 COHa l {CliffilL*: 

XX) &f5:i^t^5 (J. Med. Chem., 39. 3636-58(1996)#H8) . 
(I4li) 

*I8I4» ton [1, 2- a] f 7 v> V © 6 {J © * /U — StjStc > 
u^lc-SElfti-SXS-CfeS. («a?Ltf, AlCl,Sf) «rtt<b>f-v^v 

f|>7t KB7?yfO*ttK*«fl, - 2 0°C~ 1 0°C. #S U< f47Ki^T!- 
■C, |ny-t-^75V = ^^/^, **<ffc*9*-*- h y ^A^Oil 
TcjSJSrJDx, 5~30», ft*U<B, 1 0-2 0£WS#f5. z<DKJSm*P 
- 2 0°C~ 1 0°C\ »*. L< (47k^T^"Cs 4ft>fl'i'. 7 h7 t h'B7 

7 v^tritft? Lfc<k^* (xxx) ^r^n^L. t< «2 o~3 o#&#U $ 
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ai^KfttftS. iI$£>m&S£ff 5 - tlw«k "5 . ibS-^ (xxx I ) £#5 =. 
i^"C*5 (J. Med. Chem.. 39, 3636-58(1996)#53) . 

(35 5 IS) 

XXI) K:«iS»$K©&fcai]*., 8 0-15 Ot^ ff*L<i±, 1 0 0°C~1 2 

tia^ -fk-fr* (xxx i i) t#5:ii^*5. 

(16 IS) 

lo *i8B, niorhy^^p^^i^itsiit&o. ^b-fr* (xxxi 

1~8B*|B], #*L<tt, 3~5B#fflM5tijTt-r?>o iI^O«g£tf2 
d£ir«fc9, -fk-g-ife (XXXI I I) fc#6£ia s- CS<5. 
(» 7 IS) 

15 *Ig|J, lfiO/Nnyyfc (-L 3 -R 18 ) (C^JH-raiST-feS, R 1 8 
-L 3 -H<!:t F'J |)A^C7W y £JI<b£-fe « ft** (XXX I 

I I ) *j ±tf p - h;n^^^7^ y&i- b V V 7 o°c~ l 2 0 e C v 

»*L<tt, 8 0~ 1 0 0°CT-5~3 6#WK #* L<l*l 2-2 4B#P B 1£#-T 

5o ia« o^*Q.3a iff 5 itiaD, ft*«j (xxxiv) i#5ct*-e*5. 

20 (I8II) 

#I*tt, 8&HEil^#AtolStfe5, fl^fc (XXXIV) tl.- 
2-^^Bi?y, r h 7 t Kb 7 9 ^<£>?£ U, H a l - C ( = X) 

-C (=Y) -Hal (WilB, feib^*^ y A') *3«tt>'N-> 'J ^> 

Hif;U7 5y^CSStilX, 3 0°C~7 0°C, 0SUIi, 4 0 ~ 6 0 °C 
25 -ei-10B»|B], »*L<I», 3~6P*|HHf#-t5. & » 7" > * - 7 7jc fc. 

**** 5-30», ffSUtt, l 0-2 o»«»1"S. aHfottfcSfcfi 1 5 
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iK±9, (xxxvi) t#5ii:^t*5. 

(XXI I I) *3£t>* (XXIV) to fcii 5 ft glT©^^* 
•Ale Lt^oT^toCiiiSftS. 



R 2 CH 2 CN 

(xxxvn) 

»3IS 



H(xxxvm) 




;4ii 



R 



Q H 2 N 

°(XL) 



\0 



(XLI) 



(xm) 



;6ii 



EtO R= 



(XLEI) NH 2 >=< (XLIV) (XLV)' 



,6 COOEt 




R 90 O 



;7xa 




(XLVI) 



(XLVE) 




1911 



(XLvm) 

5 (St«K R 1 , R 2 j R s , R 9 x X, feAtfYliWetB**. R 90 l2Mg£ 
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(gllS) 

U - 7 8* — 2 0°C, ff* t<»- 7 8^C~- 6 0*CiZX 

~2 4*W\ ff*L<ttl*IB~8*|IIJEJSS**. !Sot»S*:ffnii: 
±9, ft** (XXXVI I I) ^#5Ii^"C#5 (J - Ch em. S o c. 
Perkin. Trans. 1, 1987, 1986 *MJ) . 
(I2II) 

fls<g-ft (XXXV I I I ) t Kn7?5/, ^xf/ux-f^, xf-v 

-1 5t~-lO°Ct^y =^-yUf*8S (R'MgHa 1 :Ha 1 Kl^ufy* 
Tjk-T) Ztia*.. -2 0°C~3 0°C. L<ttO°C~2 5°CiC"C 1-1 5 ftffl, 

#*L<ttl-8B»HJKJCS*5. ISfflSaStffKtiaUft^ (XX 
X I X) fcft* IHK'I 5 (Synthesis, 996, 198 8#JS) . 

(»3ia) 

*III3^^rt©llg^^^'/^®fttolSt«Oo fc** (XXXIX) 

t^BD^y, Bixf/K' > U -7 8°c~o°c, ff* 

L< tt- 7 8°C 6 0°C^X*S^*®LZ>o £&Ltc*S=- Kfe*it5; 

i4<v f ;>^*7^'. h^7*x^^7^, Mxh*y^7^.. 
v N £ft-fttt, *****UlO*fcJ: SilSftM^fr^TA-r t Kfc (XL) 

(J54I8) 

{fc** (XL) fc****:/, 7^tFo77V, ^xf;n-f/^©!l 

Ktcfffti. {k-fr* (x l i ) a^tfAWts sssft, 5 °° c 
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- l o o°Cicx o . 5-3B*HS(5$f5:i:i:J:9 Ntt#7* A"f 5 K-CftS 
$t>fc t'n-yu^^^ (XLI I) 5 (Chem. Ber. 

1 0 2, 3268, 1969 #fi3) o 
(JK5IS) 

5 *l8ttft*ft (XLI I) 07?W 5 K4K«at5I8tfc5. afcfr 
bft <5 (Protective Groups in Organic Synthesis, Theodora W Green 

(John Wiley &Sons)# fig) \Z J: (J fr 5 £ t * 5 . fllfctf, fc-fr* (XI) * 
I? / -^OTA-a- A/J&fltKJSflFU t F^^V^SDi, 5 0°C~10 0°C 

Ct 0 . 5 ~ 3 B#f B lK^$^r5 - itc:j:57$/ft (XLI I I) fc#5 
10 X' # 5 . 

(I6II) 

#1*11*7 5 y S©7yu*/WlS&ff 5 flS-S-* (XL 1 I I) tft 

(XLIV) ^100°C~150 e C(CT10~60 £ £ ir «fc <? „ 

flS*-* (X L V) fc»5 5 (J. Heterocyclic Che 

15 m. ,31,409, 199 4#fiB) . 
(»7IS) 

#ISM:. fnn [1, 2-b] fl) ^i?>j»«r*iS1-6IS-C*>5. 
(XLV)^Dowthe rm-A,SAS- 2 9 6 ^<7>}g£g t£ jgfl? L> 1 5 0 °C 
~2 5 0tl;T'l~8^^ct5Cci:J:Dl:'on [l, 2-b] f^-^ 
20 ymmW (X L V I ) r. £ jJS-C* 5 (J. Heterocyclic C 

hem;- , 31, 409, 199 4#fig) . 4&C9 t KB*^Itt, il^OS 

(J5 8I1) 

flS** (XLVI) ?rfh7t KD77^> ^ f^*^r 5 K«f©jS«Efc 
25 -&«U i*$?77 l/n, **Mfc7 h !) !)Af©{gSi3j;lFR J '-H a 1 (H a 1 
(i/snyy) £flQ;i, 0°C~ 1 0 0°C, »JL<tt20~4 0°C"C 1 ~ 1 5 8*ffl 
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R^S*SriKiJ:5ft** (XLVI I) fe#5:ii^t5o 
(*9IS) 

*lStt, 5ffifcit»Sfci*Af5lS-Cfc5. ^^4* (XLVI I) £ 1 , 
2-'^Dni^y ( r r- 7 t .Kb 77 y«jt Ogft £ jgg? L . H a 1 - C ( = X) 
5 -C ( = Y) -Ha 1 (#Jx.l4\ ttflS*-*r"!MJ AO JSitFN-^f^/^yy, 
h y if;U7 5 VfjCWMSrJn*., 30°C~70t, #*L<f4» 40~60°C 
•Ci - i ob*|BJ. fit b< it, 3-6 B#M«#1-5. 5«i?rft7y^r7*!; 

5-30^, ffJUtt, l o~2 0#3f#-f©„ m%<n'&&mt:?T? 
:i t-i 9 . fl:** (xlvi i ) s. 
10 Hi£#J*. PiTos&f^ffiltS. 

AST: Aspartate transaminase : 77^5^^® h 7 ^^7 5 f- -tf 
ALT: Alanine aminotransferase : T 7 =-*sT 5 J h7>^7x7 — it 
L D H : Lactic dehydrogenase : ?LS£J&7.k mUSf 
H T B F : Hepatic tissue blood flow : ffFMIt ifn.i?fc:S 
15 m i n : ft 
h : ftm 

nmmmt irit ir-^/u* o 1 o - 1 2 k g ) 

clump L, V* 5 Total Hepatic Vascular Exclusion Model Srf£j3c"t* So w 05 
M2B*IBJI43fe©^'r^^*»f>MS(jflliR«:ff 5. PlJfctt 2 B# Ffl £ U unclump IC X 

25 <7)|!IJ, «i»«»o*SliK# o^d F 3-/i/Cffi noil, ifiii£cD^D)^cD{iii 
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Iflg^^itLTAST, ALT, fcitf LDHfcMSLfc. #flf*lT&W:2H 
ft** ( 1 ) : 




<t:-&a (i) it, pfiALtu i B#flna»&iBA*-c0 i *dq, *ffi»j»^bfiFa»a 

IdTs 0. 2 mg/k g/h r T'&^Lfc,, 
10 *O8SS:0 1 ~® 3 ICtJ* Lfc. 

HJ&0J2 ifejfiLWjft-^-cisjtsiffiaffimSiEftwaa^ 
15 xtttt i tmftoxm-emmzfivt.. tfa, d) 20 

»a»6WiI*tt4 0»*"CO 1 *«»«A*fe«Ptt»ttK:-C, 0. 2mg^- 

k g / h r T'&Jj- Lfc, 
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5 5:i^b, (i) oajfiL«fa*k:J: 9ffF«llS* s «l»*iT»'C^5i 

HI 3 i»bf&«#-ei±=« > h D-^BtftKU L DHtfHitSrWKt-MJ Lt^ 
S^i^fe, ib^^ (1) ©d^tta^CJ: 9Jff«l&#a#Sft-CV*5r 

EI 5 i>t)f&filtlt3> h n— /H#itt« Lt A S TOtt«;tSK»M b"CV^ 
o^t^e, ffc-fr* (1) 9Mf§/5 5 *i}f SftT^Sdfctffr 

15 i s 5, 

5ita»fe» {is-e-tt (i) zv!{tmnii&fizirix^zz.kt>*t> 

20 (l) ©*JSL«a#KJ:!JJff«tei s »»*iT'"C^5- 

#<6TU-CV*5i8«, ft** (i) fc*jfct&»4Lfcft*#K::J8V^'CttW**f*» 

25 
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t5 c t 5 fc©TM4*v*. rgttsfc^j &5JBRI4, *%W&!hnmm 

§ill-hf?S£ft3i£, Sfett^ft £> ©7k ?Q&£ SOLI'S o 

JKSJfll 1 

(m g T'-fc/U) 
2 5 0 

f-y-f^ mm 200 

^fTJylT^i/JiA 1 o 

ost 4 6 Omg 

S*J«IJ2 

«S*JJ4TB<Dfifc#&ffl^-C»a£?-5 : 

ffitt (mg/^l) 
?§'l4j£# 2 5 0 

-tr/Un — * (K^) 4 0 0 

IM^^I (t i o 
^fryyl 5 

a" 3+ 6 6 5 m g 

ja^iSE^-L, EEffiU-C^-a* 6 6 5 m g 

mmm 3 



0.25 

x*y-/U 25.75 
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<&sf 10 0.00 

— 3 0 °C iw £P L ^ Silgficft. oV>f£If^^fyi/^^f-A^ 

6 o m g z^&mmtefro*. 0 (w^it-fS : 



6 0mg 

T'yy'y 45mg 

10 »fiitt-b^D-7 3 5mg 

t' = /Pfn y Fy ^ 1 0 4 m g 

f- h y £ ■£> # * *•/ * f'^f V 4. 5mg 

7f75^S'^ , >'^ °- 5mg 

^iS_£ 

15 1 5 0 m g 



^ir^S-a-L, o^til^ll:N o. i 4 ;* y U . S. <S»5VMC»-f. ~ <B £ 
5i:btHfc»a*s ottftj»L-CNo. i8*yS/*u. s . 5 v^ icii-To 
20 fce>d»i:*N o. 6 0>y'/aU. S. .S>5 V^Idl Lfc h V V * * > > 

tfc*, ff*«tff«lt#Iil5 0mgO«fflt:#5. 
&»#J0i] 5 

gttl&#8 0 m g £-£tp#7°-fe^£i]li&©£ 5 £Sj$1-5 : 
25 SttJ*^ 8 0 m g 

=f^yrfV 5 9 m g 
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Ms B Bttt;UD-^ 5 9mg 

-g-ft 2 0 0 m g 

g'l4jw£\ T^yy, t^u-7 v fc'J;L>^f7!)yi7^v'n^?^L, 

5 No. 4 5^7'>-U. S. V^iCii L"Cffff-t? 7f >*7't;H:2 0 0 m 
g "f O jo "I" -5 o 
SSl^J^J 6 
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R 6 7 *5£t>*R 6 8 cDi*-fc>£>/^-;*fl4- B - R 7 \ ffi^iS**^^ (5£«f % B tt - 
5 O-Sfett-CH,-, R'Hi^rwK l * fctt 2 PBff^o <7*>, C1-C4 
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15 £fci4^ftibW7k?a^£W#>/£#£ "1-51**11 1 iatto*JfiLW«8fEW*ffe«*fc. 
i4^|££J, 

2 1 . -ftSC (XVIII) : 



C*t, R 7 «i8£tfR 7 3 l4*:ft^ftM LTTkSfcJjR^lfcfctt^&SttgfcS, 
R 7 4 »4**fJS^. -O- (CH 2 ) 2 _ 4 -R 75 , -O- [CH (CH,) ] a _ 4 



O 




WO 00/21563 



PCT/JP99/05528 



— R 7 5 ^ *fc{4-0- [CH (CH 2 CH 2 C 6 H 5 ) ] 2 - 4 -R 75 
5 13 - C O 2 H , — P O 3 H j , * tt - S O , H 2 ) ; 
AIS-O-sfcii-CH,-] 

2 2. -jKS; (XIX) : 



R l fcJ;t>*R 5 «|1Iiai:l5]S^ ; 

LfcS ; 

R »3|i- (L s ) -R A (&*> L 5 tt¥*5£\ -CH 2 -> -O-, -S-, - 
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- (2-75/- 1, 2--^#yxf;U) (7x^V/f 
15 AO - 1 H-W V K-A>- 4 A] 7°n/N^®? v [ [3- (2-75- 

y - 1 , 2 - v'^^yif/l') - 1 - ( [ 1 , 1 ' — t'7si^] - 

f-AO - 2 - / fvu- iH--fy K — A' — 4 --f yu] 11: Ik, C [ 3 - (2 

-757-1, 2-^*yxf^) -1- ( [1, 1 ' - t'7s-A-] - 3- 
yu> AO - 2- /f/l'-lH-'f> K — A-- 4 - ^] SlPKs C C 3 

20 - (2-7;/ - 1, 2 - W^yif^) - 1 - ( [ 1 , 1 ' - t*7*-AO 
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[ [3- (2-rS/-l-, 2 - i^* # y 3^ - 1 - [ ( 2 , 6 - 7 n n 
7s=;u) /• fvu] - 2 - > f-yu- l H V K-yu- 4 yw] tf* •>] fttt, 
[ [3 - (2-7W-1, -1- [ (4-7^tB7s 

5 = A0 /. f-yu] - 2 - /- ^yU- lH-fyh'-^-4-^^]i*v/] g£&, [ [ 3 

- (2-757-1, - 2 - > fvU- 1 - [ (l-t7f 
yU-) / f-^] - 1 H--T V K-;u- 4 fttt, [ [ 3 - (2 - T 
5 / - 1 , 2-v/t*yxf;V) -2-xf;l-l- ( 7 31 — * =f- A>) -1H 

> K — ^ - 4 --T/U] ^-^rv-] [ [3 - (2-757-1, 2 - S>3f 

10 ifyifii-) -2-1^-6-/^-1- (7 sxyu;* fvu) - iH-^y 
K-yU- 4 ->C yU] •>] fi*gL [ [3 - (2-7;/-l, 2 - i7^-df y 3: 
fvU) - 6 2 -xf-yf- 1 - (7i=/M^) - lH-^^F 
_ y u_4_Y/U] [ [3- (2-757-1, 2--7t*yxf 

A>) -1- [ ( 3 - * n n 7 51 7 <^yV] - 2 - xf^- 1 H--f > K — 

15 -4--C/V] R|fe % [ [3 - (2-7$;-l, 

- 1 - ; ( [ 1 , l ' - t'7x=.^] - 2 --Tyu-y f-yu) - 2 -if*- 1 H--Y 

V K-yU- 4 - << /V] 3i-dp-«>] M, [ [3 - (2-75/-1, 2 - v 5 ^:^ y 
xfvU) - 1 - ( [ 1 , 1 ' - t'7xx;W] - 2 - ■< / f- jU) -2-7*0 t'yW 

- 1 H — { 1/ F-yw- 4 - ^yu] ^r^->] Rl, [ [3 - (2-757-1, 2 
20 -v ! /ti-yxf;i') - 2-->yny*n h'yu- 1 - ( 7 * -yu 7 fvl') -lH-'f 

V K-yW- 4 - ^yU] RK, [ [3 - (2-757-1, 2 - v 5 ^^ 7- 
x^yW) -1- ( [1, 1* -t'7sx;U] _ 2 --fyV* f-/V) -2-->;7n7* 
n fyu- 1 H-'f > K — />- 4 - Y yu] af-#5/] 4 - [ [3 - (2-75 
7-1, 2 - v 5 *^ y x^yU) -2-x^yU-l- (7ix/l/^f ^) - 1 H - 

25 y F-^- 5 - ^yu] **s/] 7*^ y^, 2 - [ [1- (2-757-1, 2 

- yxf yu) - 2 - xf ^- 3-7s =.y^7 f- ^4 > F y 5/ y - 8 - << y^] 
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